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(54) mmmmmmojtibo^mmm 



(57) ts«;] 



<2) 2 0 0 2 - 5 2 0 1 2 0 

itmm 7 ] < t 1 fflff5S5^»t° V v-A«.t^^ jf? u v-T'S>§ , 

[if 8 ] < 1 1 1 Sff)^53-«e*^ .1^ U -^-A^, .t° U ^ H\ 



(3) 



2002-520120 



[If 5l?iS 12] < ^ t 1 flcDflgKjb^Mg«^^£?, If 1 \cM 
\mm, 13] < fc 1 1 fl£DJ9iaA<Xxn-;P;&^tr. it^JS 1 {CIS 
mim. 14] < t 1 HOflg® A? h 'J ^7 'J -t "J K%#tr, 1 

mm. 1 5 ] 4affii4aK;b^gi7j<ttT:-$ 5»5i<3i 1 \z^m<!^^mmL% 

1 7 ] gEPjffim^KA^, >=P:?-s;^ (am iang inas) . m-m^ 
mt^. sta£!t«og, tt^^^ig. ^%mm. ^\i7.^^ym. mm^rn. 

[if 5i?3R 1 8 ] m^^■cm■'tm^m■m. \ \t.%m(fimMmm^<m% 



(4) 



2002-5201 20 



im^m 19] a? 1 (D7m t. < 1 1 1 m(ow%^^mmm. < 

mmm 20} (aj < 1 1> 1 ff!©i!7j<i4gEi!i!Stt!if M^t^t^jis 1 (D7j< 
(c) mmmwii^m^'&mmmmmii ltm 2 ©TK^tcus^nftisgs/' 

[if*JB2 2] IS5RJH2 0 tfeK©^a-t^ t)^ii^nft|l^Sfig!t^o 
(b) ?44'7j<S!?LJ!g)S*^2(07j<^|ic5^tS(tT?t«g^:l;fef*^}e^TSCt, *6 



(5) 



2002-5201 20 



Ma 2 8 ] ^^tmfm^-xh^. nM.m 2 e tf2t£cD;^a„ 



(6) 



2002-5201 20 



mmmmmmi 

[0 0 0 1] 
[0 0 0 2] 

danger, R., Nature 392: 5-10, 1998) o d"" 'J -^-^iigiJSivXT A 

■7x7t LTM^^illTl/^?. CDomb^ . Handbook of B iodegradable Polymers, 
Harwood Academic Publishers, Aisterdam, 1997; Putney?) , Nature Bioteclino 
logy J6: 153-157, 1998; Edwards 6 , Science Z76: 1868-1871, 1997) c SBK 
IS^^lM^v-X-rAti. #8, ^M® (Gregoriadis. Liposome Technology, I, 

II, ]II#, CRC Press, Boca Raton, F3 . , 1993) J;l5^B/J^la'J .t^V— A ( 
KiiiitSrTfTi|.*H'Rff^ll5,422,120^. Km^lznti>^mm'f^^,723.]4m^ Sa 

nkarmi^icitit ^mm^ms JG7 .G27'^. ms^m tUMmomos .158^: m<\ 

iK=gffcBl955ri08/723,583!§. ^08/925,532^*. ^08/792,566^"^, $3j;a"t508/gZ5 ,5 

31 '.^io tbx?mtnxi^^, 

[000 3] 

mx&^ctr-h^. tmm. }4Afflosi'DX7x7o-igw&MiJSg{i 

pron Repot, Physicians Desk Reference, pp. 2739-2746, Medical Economics 
Company, Inc., Montvale, NJ , 1997) . 2 C>0/W7;l'Ort§!f!3fiSAitt|3UtC 



(7) 
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[0 0 0 4] 

5i'nX7x7tt. •m?Umm (Tice5>ic5-^-r-S*S!»i^^^.389,330^, K 
ilaj malhlZtit ^Mmm^W^2 ,m mO^) . i:[gI#LftS!/i (EdwaixisP, , Scene 
e 276: 1868-1871, 1997) , ]m~?^ ^O^y-^MtMi^k (Mathiowitze. . Batu 
re 386: 410-413. 1997) . ttzitmit-iMmmm (PutneyfcctUBurke , Nature 
Biotechnology 16: 153-157, 1998) titJpS^n^, ^HHLItSSTti, £ 

[0 0 0 5) 
to 0 0 6} 

[0 0 0 7] 

;WI:-rSc:il!!)'T'^§ (Edwards?., Science 276: 1868-1871. 1997) . jgjiffi 

^-<;^t^X7 7'?->";^riy >;£rjgsip-rsct(i:<ti9, ife^^'9->fX ^ 



(8) 



!t$«2 0 0 2-5 20 1 2 0 



A^f)5^?DX7x7^4i)tt"-5) (Yuksel6, J. Microencapsulation 14: 725-73 
3. 1997) . m2<D7imzm^^^U}^=^}V7)U3-MCi]Q?LT. Poloxamer 188 
, tfcliPluronic F68^^10?LMtfctJ-Sg^>l'5i->1i^ffiSttM<!:LT{gffl 
-[llWfc|JiS^ffll^T;J<'J C^^'f^K) *^&5^'DX7i7^ait-r5 (Ni 
hantS, Pharm. Res. 11: 1479-1'18'{ , 1990 fbJ<14(D5^ijPSlJT'fc^. 2-t; F 

ic F-127. L-?iSSg->'>Jf-;bxXT;k t3J;tfS;7j<i4i5.)rMii^ijTfeS tf-XV-;; 

P-'fi7yl'a-;V(DxXT;UA^P,:&?.) ^r-^fflLT. 5)<'J (v^^f- K-^U n ij 
F) ~a^7>i';l'A*{tiyUft (Sonee., J. controlled Rel. 45: 177-192, 19 
97) 0 

[0 0 0 8] 

t'U li'x;l.7;Vn-;UT'fe§. ^^nX7x7<DSjit±5 D 

X7x7©iiA^e.ni^tt:t^ig««^^M6tlSf=ti^^{C|tS-r5i: t^#tr. 5 
^DX7x7lCl±^argii!f?5S^E^-rSC^A^-T-t, aaffittHaain vitro 

V-(D7-l'r V-r-i' T-f (jdentity)£0^HA''*e^ST'3&-=)fto 
to 0 0 9] 

Mtt-fv >j -7- 1 , < 1 1 1 mmm t ^nts^mm = a x 7 x 7^wt 



(9) 



2002-520120 



X7 :L7t-'!b&mm^£^m^mmi>^^ti^. commii.. mL<im 

[00 10] 

-h. .t;U;e-;UhJ:Xx;K ^t^ U U >fia:Xx;K t°Vm7m. #U:t^X7 7-lf 

^-tf/y-^^'Uriy K), 4^U{p-J^;d-4^-9-y>'-v^>f-F-*'"'j3iJ F). ^'J(p- 

-F-i^'iJXPiJ F), 4<U {p-i^:i)-^^y>-;^)-.i?^..-F), =j-'U C^J 7°D ^ F > 
-'yi'^Y). (*7n'5^ F^-i^'Uri'j F). (t FP + >'7;l'Ayx- 
F), 4^"J(7'alfL/>7-7L'-F), ^t^U Fxxr;l'), .t'U {x-r^lz-x 
XryL-), .t'U{xx-fVl/-7 5 F), ^-'U (xx-f;l/->J?U':5f», d-°VU>itxx 
r;!-. 4-°y*7m 't°y (xXx;U-M7j<1^). =3-;u*X7rHf>', ^KU-^T'f-K 
, U J; l/Jie^X^flllt Jtft $ nfc r! IJ T-ff) i ^ & 3 d-^ 'J > i 

[0 0 11] 

^IIfSttftMt*jl7j<14T-*t)f#SA\ i|§fiic!l^!lt±i!fSL<«F';i'-'J 



(10) 
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T-mmm. mt^. mmm. mmm. mmmm. m^:^S'i>m. ssam 

[0 0 12] 

[0 0 13] 

[0 0 14] 

[001 5] 

[0016] 



(11) 
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[0 0 17] 

^2 07wstc-ttnjs:i,^ii^, ^mfS-mMmxt^zti3^x^r^i:\ 
mmm%(on.ib(Dm<o^^-fi\(D7mm.ic fcv^r ^, d< e^;v7;i/n -jI/^^^/h 

i7n-X. 7.T7U>'g|v>?->.-->'i?A. h'JXr7'J>'l7;l'S-';7A. V;Hi' 
5?>»XXr;l/, 45U4-+^^X5^b>SBKx-r;l/, Poloxamer 188, Pluroni 

c F68. 2-t: KP=^-i^7'neyV/?-5/i'Dx::^^XbU>, ;^^;l/i8^t'*'n-r+x 
hU>. Pluronic F-127. Sftf±L«^->-^f-;i/X7,x;l't^S&V\ 
[0 0 18] 

WfgttW^3§^it-i{^, ligM^;S^^^s?ft5^^'J v'-co?*^^^^tr„ 3^pi^«(igs 
J: D «^ (y ie Id) B.~o^ D ^la^a { ioad ing) T# 6 n^. 

[0 0 19] 

[0 0 2 0] 



(12) 
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[00 2 1] 

T\ ^II?S14^MOjig*i^Ji^tt (therapeutic window)!^, f^^^^. *5«!)T' 
[0 0 2 2] 

[0 0 2 3] 
[00 2 4] 



(13) 
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^ D X 7 X 7 [*l t A ? n T 1/ ^ § t © ) <D4?I^fl^?a^^5SSt- C i; 
[O 0 2 5] 

[0 0 2 6] 

[0 0 2 7] 

[0 0 2 8] 



(14) 
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[0 0 2 9] 

-yh. ^/'7-3.~yh(0m. fi^'Oty-y'-rLn.y hJ;l9/h?l>53^^#, g/c 

t^^T'^So ^^^fi?tt{t;^!|«3a. 4Mfet<am ffct4ci4ae,©?^©gi5^ 

too 30] 

3i;?£fl;!K:'ffffl;5:a£^^jfM^14.t° U -^-im. »S L < ^500-5 ,000 .OOOOli3ia«?)5^ 
7^?=i4<UT-t-feoTJ:v\ rj*°Uv-tt. ^2 tOrj.KUT-iOfiMOifeiD-y- 
■r5^>^?"An#y v-T'£-3TJ;t\ a4<Uv-(Stft, H 2 ©n^^U 

[0 0 3 1 ] 



(15) 
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fcilTfi -t FP^-^^^T'a^iE^^OE-t Ko^~>A;U;K>^. Jfet'Ot Fa 
:^^->;t!;Ut:>'S? ; /3-5^> F>, y-^^'FV, ^tUn^^' h (5 -5^ F 

£-7!j7°D5^'F>(7)J:a%£-7^'FX *3j:tf'^>i'';WD^>?F>©J; 

■5i5:'^>i>>xx-r;l/^.;15^' F>. ©•^i' F > : jS -^^^ A. y-^^i? 

F U >«g^l'>A-d-*J%- Fi3<ty~Xtfn-kr7,-i?;^g=-b>*-d<~:7-.- F {2 , 
4 ,7 ,9-x F "y-^^^^T. If □ [5 .5] "i? * >--3 ,8-->-;d-» t'flDSttgKJitt 
f^-ifs^- F : te7j<!|^ ; mM-fs}\^^'^^'yWm : 7"di^p>7-7U- f ; 
Fxx-r;]/ ; ';>^xxr;i' : 't^X7T-fe">' : 7;i'^/i'v'7y7i:? u u-F : 7 

[0 0 3 2] 

^^;A7'P7^'FX iiKU t Fo^'>7;l'*yx-F. d^'J^a 
1£1>->7VP-F> 4-^';:t;^FxXx;k t°'J U >igxX7';k ^'UMtRW. 

'j*;7,7 7-tr'>, 4^';7;i'^;u->7y7i";U'-F, 4^';-<yf"F. s^-ctiif^ 

7- I^fl^ * n 4^ >J V -- O J; -5 * ^ *° 'J V- , j; tf ±|e£D* y v-fjilj 
[0 0 3 3] 

4^»tta-i^U ^-(i. dfj {=>>y^ K-^?"U :3 U F), .i^ U (p-->";d-4-9-y >- 
^^'g^K), t'U(p-->'4'^'9-y>'-^'"U=i'J F3, d<'J(p-J'"ji'*-9-y>.'7^'^FK 
-i*'Un4^F). sK'J (p-v:t++hy>-;?37'05^' F^). ;^^'J (p-i>';^^tJ-y V- 



(16) 
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71/), .t^U{x-T;^-xx•r;^}. ^i^u {xxx;l'-7? F'), :iKiJ (xxf /V-'^i^ 
.tvUUV^xXx;!/. JK'J^7j<!|tl, 53-''J(xXT;U-^J<ft). 4<'J*X7 

[0 0 3 4] 

[L] t LTtlSSn. A^o^ F^ yT-ttft90%J.y,±A^7t^-rgtt[L 
[0 0 3 5] 

Ml 

) -5 TJ; < , c c T«« 2 0£?:DMt7j<^titiAgJWtcti;ft^!bS]Z~22fi© 
X^/^i^'^it, 5^X7 7?^v/V-bUX t^X7 7 9^y;^1>■'U-^r^-;K ^^X7 



(17) 
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T'^i-ii., jfft Uv-'Xy-P-zWi. 3UXf-D-;I/, x/l/rfXra— -j-yx-r 

•feU K©)JB)jfiit^{i:7j<ifemAw?-!e*;tca^l^i!5t?i2~22ii©i^ 

Officii- 1 s fc. ^^m(Ds.mmmm a d X7 x 7^111^1- fci6tc{a 9 

[00 3 6] 

^mmm^. ^-immMica, tAry^i-m.. ^r-mmm. 

[0 0 3 7] 

mm ; -ox u >©J; a F ,v^i"J ^J+tyl/^^tym?^^ : 7 1^ 
5-7;U:tn'!7v;>';k d^^duf, *3itf7n^>x^ 'J >?:y%#trjfi[fli}| 
^ : ^^I'b^t^isitft Kn€-;i/*>;&$tJ7;l':*D-i' F^Ti^x- ; "^if 
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[0 0 3 8] 

0 .1-6 ,000nig©^BT-#trfe£DT-$>5„ 
[0 0 3 9] 

ffljisi*)ia#ff)d;-5^ffi3(D)ifflT'(4, iii^w^^mmm\niKmx'h^. to 

[0 0 4 0] 



(19) 
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[0 0 4 1 ] 

Lv^Wlijgfitis i'on.t^jl/L,. iy^r2a^^>^ ->'xg^/i-x-r;k -YV^n 

- (osMtic spacer) . it. i^*, 7Vy7T-. ^«^\ mmatTz^mimt^ 

ffi ic J; s ^ ^ ^M■«65^t^$^c j; o rft ^ c t cti^mm^iim^u 

7'K mmiM 5 •^Tig- ^j: -9- ^' X©?LfS/g^S?^ ±fi)t 5 § C t fC i -x) T C © J; 
^*¥L«J&f¥i.Ci*-^Tt?.. cm(Dlomc^^. igji^tSm (solvent sp 
hcrule) AW^nS. 
[0 0 4 2] 

[00 4 3] 



(20) 
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, ^v^h. 7/\^uy^ -mitmm. ^mtrcitcnB<om^^^iSo mmti^ 

[00 4 4] 

Avi^y. ^^yf-. m-^^.s mill ( imp iant)srct^am^-tci^jntofto 

[0 0 4 5] 

t-mncomWl5.miii. < 1 1 'J 1 L < n ^-^ u 

V v-a, ^ >^!"A3iH 'J ^- 1 L < t±y D 7 3 d< "J v-£Of|?* t § 

[0 0 4 6] 

Xt^rcib(0^'^<Dtm'L^^m^Mi^.t^$'^mWi^ (multicompartmental str 



(21) 
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[Cc};i;ff§cfcA^T't§= mL^vmmmt7K mti-vv^Likmrn. mm 

[00 4 7] 

[0 0 4 8] 
[0 0 4 9] 
[00 50] 

ilXS^ (%) = (li|lKl(ing)/f±3il(m8)) XlOO 
[00 5 1] 

gfilti, ^n^-'^-i-^P-y HSi^|3*>to-?U7 Mlll^PST'COMIL *3j;t^'^U>y US 



(22) 
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[0 0 5 2] 
[0 0 5 3] 

#i^fA^=±itl3£0!Hl(iiig) /aff?4^om{nig) 
MA^ti, 1 Tb^b^l^^^A^^g^K^fdrc-ifeS. Ouading) ti, iliiriS 

[0 0 5 4] 
[00 5 5] 
[00 5 6] 

v> (Bristol -Myers Squibb. Syracuse, KY) liC^TfigA^OpH ST^a-^ 

-Jl^ (Sigma Chemical Co.) ^■^^■^'^tc^ 
[0 0 5 7] 

MFC) . '>V^;l/5 h^';l/:!HX7T5^~>';l/^y-fen-;V (DPPG) . HUXtP-;!/ 



(23) 
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:j3j;t»y;tH'>A^^n^n22.4nig/iDL, 10.4«g/BU 2.1n.g/mU 7 .7nig/inU 
j;y'2.2fflg/niL(D?IfitD}f-&t?5^#*L/'c. PLGAti, Sigma Chenicaltt (St. Loui 
s, MO) *^P.A#L. y'p^Y: >?">Jr!U KttA^SO : SOT. *O^^^S*M0 ,000 
~75,000T%ofi:„ C(7)!f^fi C^^^^F : ^'Uny Ktb=l : l) ^g.^^L/c±l 
^ (Ki!fiflj4) ^IStl^T. ^SI^T'ffifflU/c„ DOPC, DPPG, fcJ:y>U:tl'-<V 
fSAvanti Polar Lipids (Alabaster, AL) , !!)'6A#L, 3 bX'r O— ;l/liSpec 
truni Chemical Manufacturing Corp. (Gardena , CA) 1i^^X^\jfZo CCDiSSita 

^tm^~<n^. tfctii : i(DffilJJl:tT-flj5Mt^i^'Jv-:&^:^-t-5j$aaWf;:m-r 

WMi. (Tokushu Kika Kogyo Co. Ltd.. AIS. 0*) ti;D9,6 

fiS#Ulf-;1.7;U3-;l. (PVA) . S fcii5aS!4^^/^^-Xi^40mMU -»t 
<Dfg^4^T'^ofc„ 4.000rpmT'l^F^?l^LTf^S^bftc ^.SiSMti 

[0 0 5 8] 

(3D CE model 1600, Hewlett-Packard, Irvine, CA) fCfcD, ?§ra4->UAA'7 
(1*1^50 Fm,M?50 era, Hetvlctt-pBckard , Irvine, CA) ■^•LTi^cli 
7^>;'7 7'-fc^T0.1MU>i^^^^. pH2.5 (--^r^ K^^S^^-^ 7 r-^ Sigma Chemi 
ca! Co.) *®oT^SLfco iIMetl«<Dl|5i$fcctomft#^S HCti: 
16 ft. 

[0 0 5 9] 

¥i§i|t@t±. +f--^gLfefi5j-fl?i>iFT|f (Mode! LA-910, Koriba Instrumen 
ts, Irvine, CA) T\ .18-1 .OOi^floT 

0 FraT&'ofc„ 
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[0060] 



ing/niL 



320 



320 



80 



PIG A 



PLGA 



PLGA 



PLGA 



(mL:aL) 



5 : 0.5 



5 : 0.5 



5 : 0.5 



4 MS!!; 
PVA 



5i« 
40mll 

y >>> 



(mg/iiiL) 



20.8 



80 



4PVA 



PLGA 



5:6 



0OPC. 
DPPG, 



5s: 

4DiiI 



5% 
40]ilM 



[0 0 6 1] 
[0 0 6 2] 
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-mufya^xm^^rmmmmmmLfc, 'mvk (water- in-oio s 

fanstiehl, Waukegan , IL) , "^7 i/SiS^' 'J > (Sigma Chemical Co., St. L 
ouis, MO) . —iyyn'Pmk (Cribco BRL, Gaithersburg, MD) . ^rzU'r^'^fyt. 
^lyyVym (Slgma Chemlcal Co., St. I^uis, MO) TSoftc 'i&^7i<: (water 

-m-oii) mfmm^<mr^^&-^'Mi&^Mmii. 9,6oorpii.«3<tD'2o^ifflt 

[0 0 6 3] 

(isocratic}]a**gHPLC {Hewlett-Packard, Wilmington. DE) {Cj;t), 08*7 A 
(Vydac, Hepena , CA) , ^E&tg t LTlOnM'J ^ggA U 'J' A, pH2 .8 (J.T. Baker 
, Ph i 1 1 ipsburg , NJ) , i?it3ilmL/min43j;If^tm&S280nm^ffioT^fibft„ 
[0 0 6 4] 

WlPLC{Ci;i9. C18A5A, ^^MtUTMiTGOST-bh^^hU/P (Burdick 
& Jackson) , 50Vj<*J:lfO.l%H)7;L'^niS^iSt (Pierce, Ruck ford , IL) 
it> ?5lt5ilmL/niin=S:e)tftCti^ttiiSM280nm%ffi-3T^aLft:c 
[0 0 6 5] 

ode! U-2000, Hitachi, Danbury , CT) IZ^O, V 7°a/ V-;HC!§J5? L 

[0 0 6 61 

■y^)i«WlIPLCfCJ;l3, CIS* 7 A (5Fm, 4,6 x 250 nm , Vydac) . mMUtLX 



(26) 



!tf«2 0 0 2-5 2 0 1 2 0 



gffiT- i-^J -MOitJi J; t/SOisM U ^iEA 'J ^ A40%cOrft^i«, pH2 .8. i^SilO .5m 
L/m in^ 6 D'KltmMaZ54nm^ffio T^fi t fee 
[0 0 6 7] 

[006 8] 

[«2] 



S2 : ^gj£ftil:^t;^^g^Mf3£i|^gji|#f^ 





[%] 








(BR/mL) 








(mg/jaL) 




30 


136D1M IICl 


70 


17 


25. 0 




75 




62 


14 


S9. 6 


-1" >x 'J > 


20 


50mM HCl 


38 




10. 7 


DNA 


I 




45 




0. 16 


> 


15 


75: 


14 


7 


13.4 


iSM3 : ^l-iy^SiS 










• : 



XhD-Xfe^Q'SOmMtg^^^Wt/Co 1:0, 19 :U 4:K 3:2, l:ltfctil;3(D 
h U :t L'-Y >^^n^-*n20 .Smg/mL, 15 .4mg/niU 4 .Zrag/niLfc i U'4 .4ms/mLff)iffli 

•ei^^?-r § a D*i;UAj^JiS t}JM44 .Smg/mUDt' 1) o 

(f>tl36niMti®t(^ig^!|^T'$oft= «4!C*5l^Ts ^ 1 7j<i^SSii20m8/niW > 



(27) 



f#S2 0 0 2-5 2 0 1 2 0 



[0 0 6 9] 
[0 0 7 0] 

[US] 

g3 : ^^/^j:M^-7}^'J V-.fe^^-i-af>j^^H>^^EMM^g;ii^# 



Jill : :^UT- 



3:0 



19:1 



3:2 
1:3 



56 
58 



31 



Fra_ 

15 



14 
15 



(mg/Bp 
43. 5 
34. 6 
35. 5 
34. 1 
21.7 



C«4] 





(X) 


Fib 


(mg/iL) 


I:fi 


68 


17 


29.4 


4:1 


100 


16 


22.5 


3:2 


83 


14 


21.8 


1:3 


38 


13 


117 



[0 0 7 1 ] 

limiM!fei(iz:|s)IL{t:rp-b7.^J1Ji^T»Lft. m'pyk (water- in-ou) m 



(28) 



2 0 0 2 - 



^t^'J (^^'^F-^^'Un'J K)^t°';-7" (Alkermes, Inc.. Blue Ash, OH) 
[0 0 7 2] 

[«5] 



100:0 
85715 
75T2I 



5:35 



50:50 



I2S, 450 
149. 000 
130. 182 
141. 000 
69. 587 



4:1 



55 



43 



49 



3:2 



54 



SO 



63 



1:1 
5(i 

~55~ 
"54~ 



0:1 



[«6] 



\^ 
it 




mm : u -^"it-^o^^i^nn 

(Fb) 


4:1 


3:2 1:1 


0:1 


100:0 


m. 450 


12 


11 


11 


m 


85:15 


149. 000 


12 


11 


11 


4 


75:25 


130, 132 


15 


11 


11 


ND 


65:35 


141, 000 


12 


10 


10 


7? 


50:50 


69. 587 


11 


10 


n 


5 
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^7 ;i|^^;a:^ ^Saj:^7^9^H:^'Jn'J F^'fflV^TI#fc[S^Mii)4^^(D'it^ 



V 
ifc 






4:1 


3:2 


1:1 


0:1 


100:0 


128. 450 


44.9 


43.0 


38.6 


0 


85:15 


149. 000 


46. 9' 


47.0 


40.0 


0 


75:25 


130, 132 


45. 2 


4fi. 7 


32. 8 


0 


65:35 


141, 000 


46. 2 


41. 0 


34-7 


4. 5 


50:50 


69, 587 


42.0 


45.5 


38.7 


7. 7 



[0 0 7 3] 

i^;D5fe^^l5SLT*j6iiW2fc~ig6^{ciBt£LfcJ;9tciiiaUft= M^KftSS 

(ICH Biocheinicals, Aurora, OH) ^5nig/mLO)JM'C-f?^¥ Lft,, h U 
U 3 U K ) . DOPC. DPPGfc J; t>'n UXr D-;V;S:S]Siif5iJ 2 \z^.7i ft?iST'$3 J; tf 
til ilTfe-^/to iilfflfiitftiCOl^T, 10%ivt7.i'n-X (Pfanstlehl, Waukegan. 



(30) 



if$^2 0 0 2-5 2 0 1 2 0 



iL) ^^wri.7j<jgiftto5mL^{goTjicf>7j< (water- in -oii) m^mm^mmL 

[0 0 7 4] 

m.m&&'^fp<DJ^^V^^'tMBMl,i. ffiffiHPLCtCj;*}. CISA^A (5Fm,4. 
6 X 250 nm, 90 A Vydac) . 7j< (fel 1 inckrodt , Paris, KY) : 7-tr ^ "J /I' 

[0 0 7 5] 

^8 : h^)if^)-tf}]i(Dm^^mm^r/'KifUi$'^±)i^^'^^'r&m^'^!^ 





{%) 


(Fm) 






52 


16 


4.0 




53 


16 


. 12. 1 



[00 7 6] 

^ ^^^^ 

), DOPC, DPPGfc<};t;nUXxD-;I.;&SSiSW2C^Arc:J^gT'#5SUfco Mffi 



(31) 
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[0 0 7 7] 

^9 : luifij-^^ij ]^<DWt]:'r^i^ni^-^&.Tr'7^:bzyy^^mir^m.mm 



o 





urn 

i%) 




tog/aiL) 




84 


9 


65.9 












0 


4 


0 



[0 0 7 8] 

PB^^o-tD'Sijag^ffTOt hMt^^-f, in vir.roSjimSI??^««t/c= In vit 
roSStHiW^©fti?)(D|Iim^1^3© 2^yV^. ^©St^^JS bT*« 2 j; ^ 

C i iciistfco 1 i36niMtg^*[c30nig/iiiL>'^?^e>;&$wrs7j<ig 

^H>©i)M^10mg/mLtcFmir)trCo (Imi.) O^St (24!iiL 

) (NABI Biomedical, Scottsdale, AZ) ^5j:m% \it .7iy\t-f V')"^ h (150 F 
L) (Sigma Chemical Co , , St Louis, MO) tm-^htz, 
[0 07 9] 



(32) 



1^^2 00 2-5 20 I 2 0 



ema to logy/Chemistry Mixer, Model 346, Fisher Scientific, Pittsburgh, PA 
[0 0 8 0] 

[0 08 1] 

S\fA^4afcM#lW)= {^Vy hi43<Dfi(iDg)/0a#*T'(D'^b-y b^tDKmg 
)) XlOO 

in vitroffitaiT-yfel't^-rS. l|65*ftTli:Sl/^T, 136inMiS®ct5<r)30mg/raL 

[0 0 8 2] 
[0 0 8 3] 

nmma : -iB]^a^54fgo. iix§Lmm^mm<r)Km&is.m^^<Din vivo 



(33) 
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»*fS^/co mgo^oE^fMtifct^LTa. ^^Dt^;^A^§?1?a. dopc. dp 

[00 8 4] 

d<y-7-£0^f^£Dga^efi£ft(0^^|y{C^LT«. 250ing/inL^3Sl*T:!}<i; {^^=^ 
K- i'-ij n U K) ^#*T§ ^' P D *;l/A?gr?§c05mL, l>-320mg/inL7' 5 ± 

-;l/20mL:SrjgsiPL. 4000rpmT'l^Fi?I^LTft^Lrc„ ^^^(DlH^m^. 30 
[008 5] 

MdttHarlan Sprague Daw ley albinoV^ htCjjgflilJS^ici^ <fc "5 (by gavage) 
[0 0 8 6] 

fee ^fvUX^bytr-X (Idexx Research Product Division, Memphis, TN) 5: 
, l^UiCTSAv^^Kft (The Binding Site, San Diego, CA) TWMLtz^ ^ 
\£~X^. mytmm7S.ibiyy (IhR Binding Site) ^^XS\£-X±omTS.i] 



{34) 



!Wa2002-520 1 20 



m&tlx.tmt^WijftMS.'i^^tf (Idexx Research Product Division) iCi!? 
[0 0 8 7] 

& (Fg/mL) ll5fC.T^Lfto ^:^DS^^C^^^nSJ:5K, nmk7B.tii^y 

0.73. 1 .25" 0.32*3 J;t>"0. 87" 0.13 Fg/mLT'^ofeA^ 1 :l|ga/:J-:U V— ^^f 
E^*M#lfc*-fLT{i, mtHCi^i\.-^^-'>l'^}V(D2.n" 0.39 Fg/mL^?#/c<, 

[0 0 8 8] 

fee ■:! ©SIM U -^-Jrt^ U v-te ct tf Saffitt^ilS i: L 

[0 0 8 9] 

^tam (Richard Scientific, Laurel, MD) . Z'Off^m^^-^^Jl'^T&ij'? 1^ ( 
Phenogel 103fcJ;t5lO'' A, 7.8 x SnOmm, Phenomenex , Torrance, CA) . fc<ktf 

mnm. 20800, 37400. 53500. 79000. fcJ;tf95050(D-t° 'J UylSi^fifSl (An 



(35) 
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erican Polyer Standards Corporation, Mentor, OH) <0\ mg/ssL'!? OU^^jVL,^ 

rd test method for molecular weight averages and molecular weight distri 
but ion by liquid exclusion chromatography (GEL permeation chromatography 

^^6i^m'?mtSi:n'y^l'm^1li<Drzib<DmmUmm) (American Society for 
Testing and materials. D3436-91 . Pp .352-362. 1992) ; Standard te.st meth 
od for molecular weight averages and molecular weight distribution of po 

lystyrene by high performance size exclusion chromatography 

Xnm^ p V b ^■■■5 7 ^- - tc J; § U b>tD^^^a¥fej43i;0"^^^ I^^^RCO 
rz&o:)^mimii.) (American Society for Testing and materials. D5296-92 
. Pp .M4. 1992) o 
[0090] 

LtCc m-^rnvH (0.9%S,Mtt hU-^AiDTSO FL) ^i3y?./UrMmjsahrz 

50 vim^j^WiL. ?W<[1=i{ci[i#lH(.^/c. •^t>7;b'&±IE©tfc*3-i'>^i-^ 



(36) 
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[0 0 9 3] 

iig»ioniL^, 600 X gvmmmLrzo iicigp^ffl^-rs/cfetc, ±w a 

[0 0 9 2] 
to 0 9 3] 



(37) 



#a 2 0 0 2 - 5 2 0 1 2 0 



[0 0 9 4] 
[0 0 9 5] 

[0 0 9 6] 

^liift-f hU-i-A (Fisher Scientific) ^&1«>^:fei§T-7j<{Ciliin t, ijiJcO^tX* 
^Ur^- CosBiolality) :57. 116, 180, 269, 34 K 422 nOsniAg*tOS?K^?# 

U~^-milW.JS.i^^'7}Mi (Model LA -910. Ibriba Instruments, Ir 

vine, CA) A^mm'TftMmto^mmmifrm] .QQi%mi'xm 

[0 0 9 7] 
[0 0 9 8] 



(38) 



if*«2 0 0 2-5 20 1 2 0 



LTilMiJ 1 tiiSL/co 7j<Jg)gai5 ing/inLD'r7°D U K^^^Lfco M 
fti60^'DD.t^;l/A^g^ffit±. *ffif^iJ2^ct2iELfti:53f;T'$§. ^?nDts;l.i,jg 

Hia. iK'J'?--r^fc^#U{Dl.^'7^f^F) CPlJi) mi 22mg/ml(Dmm-C\ DEPC 
, DPPG, nbXxn-^l-fcitf hU^b-O^f-tlf^nSS.Gmg/mU G .225mg/jnL 
. 23.]nig/mU 6 .5nig/mL©?J|{)j:fT-f1-^^ L/Co PLAti, Sigma Chcn!ical^± (St. Loui 
s, MO) A^e>X#L. 5[)'^fl]06,OOOT'$.ofto SUtDP-f^D-i' K©?g^«7j<!lati: 
e.Omg/fflL^r-tSLft:^ DEPC, DPPG, fSiiXShV^U-^yit, Avanti Polar Lipid 
s (Alabaster. AL) , t-'^X^L. I/Xt^O— ^l/fiSpectrum Chemical Manufa 
cturing Corp. (Gardena, CA) ti'hX^LtZo CH'T'di' KtiBachem {Torrance 

, CA) t^^x^btc. 7km^mm^'mimmummiicomismLM5mLZ'&r^ 

fee ^fy'^Vk (water- in -oil) ?lWMli.. (Tokushu Kika Kogyo Co. 

Ltd.. xf&. B*) izxf:)mmmoTpir,r'Sjymm^LxmmLrzo mzjmit 

. 5%wt^'";bn-Xi^40iiiMUi>>'©rl^!^-f-^-Qft„ ^«#:(spherules){i, 4.000 
[0 0 9 9] 

¥±&Sfi{*. U-+f'-i(SUaft^^»^JTlt (Model LA-910, Horiba Iiistrumeii 
ts, Irvine, CA) T'j^SLfc„ |gK/^° U T-|l^ffifig*fe©W4glil5 .9FraT' 
Soft. 

[0100] 

h^"^7>i'- (HPI.C) (Model 1100, Hrw le.n -Packard , Irvine, CA) tc j:!^, C 
-18 ffifl:)7'5'rAX7x7 (pr imespliHre) 7b^i>4.6 x 250 nm (Phenomenex , T 
orrance, CA) ^^goT;^fflLft= ^tl^^i, ^^^^Wk^Wmi^mm. Mm 



(39) 
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[0 10 1] 

1.9:lfliS/jf>'Jv-E^ffi^!i^, ^f^itfAD^-yaiJ K}ifl§feJ;O0.9MaClg 
400effittHarIan Sprague Daw ley a lb ino^ -y b (DffiljT^ Tffi*Sr> (lateral 
Imver back) tC^aTiiifl-i tUS^-tfc. 1 6 -pfe-p /Co JIM 
t±l ^-y Kai5 3.GmgT'm^{iG00FLT'Sr3ft:„ AJitf^PM^W ({ftftW ^/l- 
tT?|5^P»A^b, 0, I.5B#|f^. K 3. 7. 14. 28. 60, 88, 92, 1000 lC» 

mx'p^yo^ micMLrm^LTcmmi. o, i.^mrs. u 3, 7, 1 

[0 10 2] 

jil^SrXh;^rnyU'^;UtJ, Sffi^->"^-r A/T-y-b-^ (RIA) ^-y h^&ffi 
l/^TSMUfCo Coat-A-Couiit^xT, NXTDV^-'y bt±. Diagnostic Products 

Corporation (Los Angeles, CA) A^?)liALfco -t-Ylilfilif fKDxX NX 

X P >®£aib^ ffl fc iSIf ^ tiT M7 'y -fc:'^■ U 7°a tf U y i -7"ll 

■9->7>^*">-?;*'i'>^'- (Model 1175 Searle. Des Plaines, IL) TSML 
[0 10 3] 

m& (Fg/dl) ^&llll^C^^■r, 3a~106BiD7--5?^rlSl2lcte;^cE^T'7'o.y h 
[0 10 4] 

iai]fej;D"0l2 (ffi;'^3lir=i||{iS} d-T^/dU K^it^T-rsHlflt/'iOJ v- 
= * n X 7 x 7 oi^Mnm*3 fg80~9o a * T?©p y D 'J K <?)jij^£& w^^Tc 



(40) 
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[0 105] 

)jga:d<U-V-J:tl:l ,)2^tO)]|®/.-J?U i;);£D2M^ 
i!LTS»lJltOJ;^{CfiMLfc„ 7j<fg}pia80 rag/mL75Ai^>^*b. pH 8T- 

jJ^IJ^T, DOPC, DPPG, nbXTP";bfo-<i:tfb'J:tU-Yy?r^4'l^ni0.4ing/mL 
, Z.lmg/niU 7.7iag/mU 2 .2rag/mLCDgjfiTltWbfc<, PLCS. B irm ingliam Po lyao 
rs Inc. (Biraiinghain, AL) tS^hX^L. ^^'^ K :*7'n^^' h ^^±75 :25T 
Sofuci MFC, DPPG, fcJ;lfhU:tW>!iAvanti Poiar Lipids (Alabaster, 
AL) . A'>?)A#L, n UX-fn— Spectrum Chemical Manufacturing Corp. 

CGardena, CA) *^6A^Lft:c 7j<ffl^lli;S5gttWil)^ji*Si:<Di:ba5mLjiit5mL 
TSiorc. Jftff'JMLjiJKti:, (Tokushu Kika Kogyo Co, Ltd.. 

B*) iaa9ooorpmT'io^3«^LTiii^Lft„ mzimn. 5wt%- 

Oxg)S.L>5i-Kl:f;:ioT0.9wt54«iift± h U •^Aa:3gS5Lftc 
[0 106] 

l^—^-wLMi&'^^i^^flsf (Model LA-910. Horiba Insti-uments, 
Irvine, CA) %^£V\ ft^M^'-flJS^Sfeit^tlJtfJSJ/f^l .18-1 .00 i§ffll.^T 
iJS L fco SiM/^H U v-MM^^?®¥i^ W±8 .23 /i mT-fc o /he WqM 

[0 10 7] 

urn 

K^M^fft^, -miitrri-^x^m^rmmLrtic m'pji< (vi^ter-m-oii) 

miM'^^. -l^^-- t:>bOr+7,hP-X (Fisher. Fair Lavm, .NJ) ^#Wt 



(41) 
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§25E!M7;l'*"->'-*'"''J;>'>-^'"V>'y (Sigma, St, Louis, MO) /^;'7 7-pH 7 
.9©5mLJ5:6y'ltXiJXn4ixg^>'$j<ty2.5nig/mLt: b!la?f7;l'7'S > (UC San 
Diego Medical Center, San Diego, CU^Jim^^iftz) t)-'^mmLrc, WM 

c 7j<^Mtt Ciimniscible) mmmit. Vy&m. nUXxn-^k h'JifU-ir 
'JKfej:t?PlXA CJi<"jDL-7^>^K-n-i7"y3"J F) (DS^!|^^#^ Lfto ] :1 

ctrura, Gardcna, CA) 'PK'M'^'^ilTc, 10.4 mg/mL DOPC (J^^ b^}--Y;l'4^X7 
r^-y'yL'UUy) ^ 2.1 mg/inL DPPG (>>'^<;IS. h ^ )lt^X7 7=^1^)1 '^'VtV- 
i-hV^ ixlS) . 2 .2ng/ffiL S U b-r (i;i±^TAvaiiU Po lar L ip ids 

(Alabaster, AL) Jb^e.A¥) . 7.7 mg/iiiL3 UXx D— ;!/ (Spectrum, Gardena . 

CA) , fcj:tf22.4 mg/mL PLGA (Sigma. St. Louis, HO) J&^SLft. 4:lS?flJ 

Jrt^^Aito r44>7j< (water -in -oil) S^ILfirS^^t>^ = ++J— (Tokushu Kika K 
ogyo Co. Ltd., B*) ■^■i'^m'r^rcibnM-^m&tS^fSii.. g.OOOrpm, 8 

^^PlTSi-pitc Ig2 7j<tati:, tti'yl/a-X (McGaw, Irvine, CA) J3 J; mOmM U 
'>> (Degussa, Courbevoie. France) ^^T^f -TSJgfgCDZOniLT'i&tjfto B27k 
ffl^ffifti7j< (water- in-oil) «?KlC^toL, 4 ,OOOrpm'ClijMWaS-& Lfic '^m 
'fMii. il«*50L/minT'j!Bii?-a:^i:/b';b37°CT'l$o< LTP^£b/c 

?f :i3 J; t>'600xg£D5S/Di]-gfit J; ?} XjiPS L /Co 
[0 10 8] 

¥±i)liMa. U-'^r-mmmij'-^'T^mi CHodel U-SIO, Horiba Instrumen 
ts, Irvine. CA) T?^gLfcc ^t^S^ti, 1 :ltej;lf4 :1||§S/^U T-E^ffl 

, 24.5^iiiiT'$iof:„ 
[0 10 9] 

l5>;3iufflmif^'<DxVXn.:J^x^>0?Mti, t h - xij X^;^^x^>fl]©Xi^■a 
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Jrtfe-y-y hV^miSA (R&D Systems. Minneapolis, MN) t J; Lfc. 
U~hii. EL3I2EV-i'i't3 7b-h±T% Bio-KineticsU (Bio-Tek Inst 
rumen ts, Winooski. VT) !C J; i^^ttllgfi^SOnmT'Bt^'lK-^/c. 75>'^'cDthlto 
S7;1'7'S> (HSA) (Om&li. mEmti'ti-^hif^y-i- (HPLC) (Model 1 
100, Hewlett-Packard, Irvine, CA) tC J: !3C18^f ^/^i^gjg itf-^T'f- F*-7 
h4.Q X 250min (Vydac , Hespena , CA) oT?5^^Lft= ^iftflfi^ IS^j'MT'S 
»)^fSA7b^e.8n«JgigB'\CD^gEA^P)^-:5fc:o ?g?rgAa. Mallinckrodt (Paris, KY) 
*-'6A#tft]IPLC7Xcl3O0.1!4hi;7;b3j-afl^Bg (TFA) (Pierce. Rockford. IL 
) , -t'LTiSJf^BSiBurdick &Jackson (Muskegon, MI) ti'iiK^hrz)^ y-Jl^ 
4^©0.1% TFAT\ ?ifiii(±linL/^i'T'fe:3fi:. tJ-i'fi:. jefi280nfl-r-KII Lfco 
[Olio] 

77>i'fi. HAs^!>'/^^M©o.4ing/iLL:&^^-ri.j:^{i:iiii5tft= ^mrnmi^ 

m^k-. 28-32 ^-'^AMOSOtOHSeCDI/lCR Harlan Sprague Dwa!eyV>>X(ClB 

Ert (IP) aWLfto fflatil niL^^ai^tSOO lUT'fer^ft. MSfJ:, 
>«^>*5j;tFlL/min®^T-«S^^AHt/c®)^??i*^eSggfI^ (orbital sinus) 
SLTj-|?5!U/'Co 'Wh^^'J'i; f^tj, 0, 3, 6. 10. 13. 17, 2K 24B{i:i:-3 

[0 111] 

m\l<0^^\t. 4:liMW/d-°U^-gMM!iltCO^^Ttil3HST\ SftlilH 
[0 112] 

mt\m\.x^-^ \- y 7 K?3i5 .t>/'^— try htfMp^&S^fo I :i 
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[0 113] 

. L ;t IIS® IeH ic J; 5 IIS ^ ti S *;5SB^colEa^PIy^ t ^ 1 1?3 a ^ u \ 

[HI] 

HI 2 a . 7j<* ^> 5? 7 1" & iiSJ U fcMi®/4^ 'J ?-#«E*M^*^ P> 
[03] 

S 3 a , tMffi^ i/^? ^ tf- > A^ ^l^ilJ L/c#fMBS/4^ U &#g^Sljg*^ft^ 
[gi'1] 

®itA?^;t'>^f7t"><0/'5— b>x-i:^^, K^l^ffT, in vitro rmilcW 

[gI53 
[06] 
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'^lAfpicmmbtztsV v-(3>*ioiMti, icmm'^it.&LrcM u •^-o:)3^(o 

[[17] 

D-7 h if A 

i..J 

—6^mmmm. ^3 a" m m-myfrn-imm-r: 9 ^ ^ r^ffi?? tr: 
m9i 

[i 1 0] 

V..,/' 

[lai 1] 

nUF*?4s *3ctt;C)0.g%3£JiftfM?i<^ma4tm ^SS'f ^BfP^T'© 
[HI 2] 

mi 3] 

lUcDx U ;^ o ;l-^x^ v;&M'i?l^ja 1 fct^, ? ^ ^ t i&B^Hillii^s § h ^> 'J 
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INTERNATIONAL SEARCI^ REPORT 


tolamlinial ipplinliai Ha 




fCTA]S99/IC339 

il 



A. CLASStnCATIDN OP SUBJECT MATTER 
1PC{6) : AS 1 F M2. [3/02; AS) K 9^0. S/JO 
US CL I <S4/«3, 433, 43J, «9, 45 1, 4M, £0 1, S02 



AcconluiB to Intnatmuil Patent CiouiCoitioa (IPC) or to bodi Htiwil dwsTication mi IPC 

R FIELDS aBARCHED 

Mioiiniiin danuiKiiluiai mcfud (cluiifiulian vfslem followed by clustlintKn lynliols) 
U.S. : 4M/4J3.4J3,«9, 449, 451,4*4, SOI. 502 



DD«unmtation •Mnb«dodiK'thu nbimuDidotHinvnlaiiDRio «d«nttiutwohdD<ium*it>tTv biciudad in tbc fividvawrciitd 



$lectn»ie dilt ban conaitled during tiu ulerDsiiintt tnuOi <ituiie (f dalt Inse *ni, where praMtsBblCk utivh Imus lued) 



DOCUMENTB CONITOERED TO BE RELEVANT 

Ga.6o3 oC<l<w«oieD( with lnditaiiDii. wlitn ippiapnaK, of tit nimti puHgn 



Hniewit 19 dun Wo. 



US 5,543,158 A (GREP BT AL) 06 AUGUST 19%, see entire 
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